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DETL ! Examples of promoters and activator sequences which are activated in 



lymphocytes 



-> d / f 



m a o r c p r : a a e s a r e 



oiuOter and activator' 



sequence? of the ^en- encoding cytokines, cytokine receptors and 

adhesion molecu Lea , ind receptor. 5 for the Fo fragment of 
antibodies. Examples o these are: IL-1 recepr n, IL-1. alpha., 

7 2-1. bet... , TL- I, IL-2 recopt i^r, IL-.?., IL-3 receptor (.alpha, subur.it 

IL-3 rec--pt )r .b-ta. sufounit ! , IL-1, IL-4 receptor, IL-5, IL-6, 
IL^6 receptor, 1 n*:e 1 fe r :m re-jul :r o:y factor 

1 (TP.F-1 , ; t. he? pi o:n >ter :>: : IF.r - 1 \ acti-tat :ci to the same extent, by 

IL- 6 a -3 : iy - bb . ^a'l.m i . . 
DETD . . . in ant Lb:dy nolerile or the epi t ->pe-cind:..nq m:>: ety cf an 

ant it o iy no .. ecu Le . fxe marine more clonal ant : bodies should preferably 

be 

employed m humanized form. Tr.i: humanization is 

effected ;_n the nann- r deser ire :1 r. y Winter o* al. Nature 349, 293 

ana ' o-|- ub >omu to ; . . Rev. lb . . 
IE!! Rccor ::).'[ :.-jt b • f ra j-'.Hnt : 5 re eiiaer pr- ■careci directly from 

exis* i.nq xy: > to. a x\ ; s r are isolated f r 3m libraries of marine or 
human , : ::'it . t xi/ :'r jqrte.x* [.b.nte^ et ai., Anna, Rev. Inmuxo '.. . ] 2 , 

433 in: 1 ,;ri-r:i ph 1 ;< i-d.s o .5 y i-ihn.q-..- [Smitx, Science 2 .'• 8 , 2 3 

DETD . . . j b-2 ijs-'i to .. scLoe row intifouy fragment 3 directly from 

antibody !.i o ia r loo 'immune lit r^ ties -j: n-:d libraries; of murine or 
human <: r.ciin. I ri the pr., : ige- .n sp . a y >f autibo iy fragments, the 

ant i «:>•::: 1-; ..n h no dinm'.H u'c e.rneo, a.: protein fusion:? with the coat 
prot<:- 1 n .1 J ,p. 

DET3 . . ''h.:x. i.r-;- e.ecif..c f;,rn;r:or: [Drbo.di et al . , PNAS-U.S.A. , 

2 6 , 

3233 (..'<■ M, 2a^::y or a..., ?'3Ai -3 . S . .2 . , - c, 5725 ( 1913 ] or 
human .i::mu;.. >q. :iores . bar:: :c t et .1 1 . , 3431.0 13,0, 12:3) 

{ .1 9 H l- .r :b'f the human ..raiux' juu_ :bu L : n ife.ne families [Marks 

et aJ . , i tr . 3. "I:rn ;r.ol . , ( 3 99". 1 ] . 

DETD . . . re.- - le :t :n-.r under . : t:xr. ]-x.t ord.trriS qiawk.ou; et al . , J. 
Mo.i . 

3..o... 2; • , ['.'. bb " . bi iddi t :. 1 s jr ii>2 , oitmody fragments can bo 

humanized ; y . r t ep o. • rer r. :'ere:r: of • -ne o f ' ae variable 
domains ' . : : 1 human ::: ope r f j .;. :: ' e. arri tar; .•:■'.< ct:..xo oitr. the 
oriqi ta.. «.t.* ; ::o ; a . . oecl -;td e-r: .L >x ) [ ."espe r: : - et .i ] . , r^io /Techno J , i2, 
3 3 9 i 3t.; i. iL'.fu..:-' ..ve,.y murine a:v ib3<i . are humanized by 
speed i "... t ■<": .. 1 y repli^.no tn-: r.ype:r r vtd ab i.e :r::c: oris of human 
ant .J: od.o r '.d.th the -;(. rr-.!.;pond.:.i"i'j re ji :>n 3 of the origir.cbL murine 
antibody ; !■ et al. ( datare 3d : f 3. : : (i93' )]. 

DETD . . . ar.oh; r 111 ; r*. y :: ide; : . incl'i:je tn- : ; trar..-. membrane domains of cell 
nen'.l)r .wit ■- 3 ae.id ed :•:[: :..o: .: >jr of vir p rot t .. ns , such as the 
trans nerd r5.ue sequence of human mcr ^pna je c: -i -lony-st imul at ing 
fit:*-- '2.2 ; . ' o ; . '. to req . 1 I't3 tc . : :to req , :. 5 5 4 ; Cosr^.a.n et a]., 

Eehi 1 ng 

Irish . I-:."' . : j , it bb:£ ] or the DNA sequer <:e foi" the signal and 

t i'an = membr 5x0 r> :c ;. n.: :>f human re 3pi ory syncytial ,7 irus 

■;RS v ) ql yoo] ):ro tei n d | urn:, no acrdr 1 ti. 6 3 or their part sequences, 

amino 

acids 'Mr ' ■:■ ■: 3; . 

DETD . . . be . r,u . 1 e ;> j pt :>r.-- t>f immune' :e..ls [F.uj anas akul et al., Pbarm. 
Res. 17.:. ( They furthermore include the Fc fragment of 

human n :uku 1 ci .a 1 ( >i p< y ^ir-n£;l ir-JTiunoq b.>bu Li n . 

321b,- . . . <a.' i 'cu.e * i"u cor .p . anient oascac;e, ib:u- (unurjib e cobroi veru. 

fact c :•' 3'^-' :ir r , s r* seouer ces o: C V ? •-•/hich c :orrc\ c cond funcf iota • 1 v t: 



human c :>r.p .. eir.f n*- fsc^o ! l3b, e. onicn are ab.e to 



r,t. ; 



complerieid ; i-c tt a: .:*. ^nd \:h: oh, after b,:r:.u;u oeen :_3ea T /oa r:y. . . :3 
C\'F a:i(! ; t s par* stqrences u'ere de = cr.-beti by br 1 1 ;: : rigor et a 1 . , 2roc. 
Mat! . Ao;.d. :2; 1 . iiA.A. "1, 1277! (1394)], human complement 
footer C2. b -the LIIA sequence for 03 and its part sequences were 
pub: ishe<: by be Pre. ;n e 4 al., Pi oc. Natl. Acad. Sci. U.S.A. 82, 393 
{' 1 98-5; , (u.ea^age product:- cf human complement factor T3 u*hioh 
roserr ol e 07 F furctioralir and structurally {such cleavaqe products 'r.r~.\ 
been described l.o^ 3'P'eefe et al., J.. 
:ETD . . be a cytostatic, cytotoxic or ir.fiammdt ion-el i citing protein, 



such as perforin, granzyme, cytokines, such as IL-1, IL-2, TL-4, IL-12, 
1L-3, IL-5, human leukemia in:iio ..torv factor (LIE), JL-7, 
: L- ; 1 , IL-13, GM-2SF, :;-:3Fb or F-CS : 0 interferes, •;. as : FN . a 1 r ha . , 
' FN . bet a . or 171] . Jemmu . , FNF, s ; :h . 

LETP . . . the active suosrance it ;elf. Examples slot. ; t.o + ive compear, os 
are bacterial ni t rc-reci a :t i<;e, b3 3r ..ai . beta . - 0 uouroci oace, *:: L«nt 
. beta . -glue jronid as e derived -'re 3e :ai : cereal", human 
. oeta . - glu :uronad as e , human :: . s r o- >x ,/papt rdase (C:0/ e.g. mast 
ceil. CB-A or pancreas OB-B, or ::> ..cte ria 1 s arbox /pept idase , bacterial 
. beta . - lact amase, ba:teriil :/t :» -lirw: deaminase, human catalase 
or peroxidase, phoso.na t 1 so , i.n p,, rt i rj 1 a r human alkaline 
chospn at a se or human a : : i pr).: toe phospn a tase , type 5 acid 
phosphatase, oxidase, _n part u:;iar human lys/1 ox.dase or 
human a ; i. :i 'J- ami nooxi :i aso , per ;o;i ;i -. so , in parti::;.:.. a ^ 
human g 1 j r. a t : 1 i 010: pertx... i 00.;, human e 0 ;i n mon i 1 i :.: 
peroxidase or human th/to.oi p» -r id b -;e . 

DETL . . . ])eotide, pre to r 5; ) 1 7 , h :>ae-'-r r , ?f nuole.. o acid sequences wo ich 
■Encode trio part so: ri 1 :t .00 s J .vLion n aturall / < ccur in the precursors 



FETD 

acids 
FETE 



~ : F T ri 
DETD 



LETD 

FETD 
FETD 



: f human a o ivt; complied: 
. a..., Hoi. ":;ei 1 !:, 
Fes . 9 j, 14 . 19 X) 1 ! or - 
tosp:,. ro; j::"/ 5 yncyt i a _ v : r 

tn . (p: :>re([. 9Q or -IS to 

. 'viuei.ee . 1 ':: )roo . 
1 12, \~l :s : o39 ] , i ' 



o!. . 1J, 27.03 ; I 3 3 0 ; ; Feeing et al . , Cancer 

re :.rp.al sequence of human 

■ d ■ V : ■'?-" : " e Las [cDNA of amino 



Le :hr- cist* 'in e: al . , 



T O 



en . 



. rt< > :o o] . o) ; ; F Le; 'orrann e* 



ised ' ) c: cooeo 



rF or human 



9 9 , 2 9 



:j ieri 



3 1 -d d : , wh..ch corOai.ro the uCNA 
p_oreq. 62 J [Mess : er 



wn: :ii an. .no acid 194 has been. 



n an Human Frio tort: K... ire/ Colls 

,g human onbr /< 'to. ; kidney co.._.._s [ KFK 299; Race hi et 
. Chen. Z t-i -i , o [ ) 1 ) 93; ; wh.._eh are be:..ng maintained in 



cu.. t u:re- . 
: . asruu. i • 



, the o.)aqu...at.i :>ri dereot 1:1 human FF-deficient 
unterba 1 anee j 1: y iun- :t : ma 1 Fy active FMa . 
: . I xpte fi- in Human Endt * ;iel ..o.l. Ls 

Human ■ ;:rot ^ ... .1 cai cori end :*r ~ :. :,a 1 cc:lis oh.. oh are b^ing 

:r.o.irx <; _r.»: d n culture --jr-a t runs roc* eo . t h. the abo Tr e-desc ri bed plasr.id 
oo.ro? tt e i-LCithod i:t. .>on. 
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SUMM i i biologically ac* i"e onpt.de or protein which can be bound to a 

■re : i :'i e rec ; pr.cr of a ceL in a human b :>dy, and 
7"7C' . . . sr:d ran :ra-.';: : ^r ; . n :cl-:r - acid in*:: :> a speofic type of ceils, 

3 5peo.ii i : o: or r .jti >r .s :u: the human body. 

SUMM .,re;i ~ nuclei : a:: id . s ni.;te:'ei to t,ne human oody for gene 

trie:: apy two o f f i. : .il r. i y, arLs". Eo.rst, tr.e n.iclei: acid is rapidly 

iecomp ;;>se i . Sotnrid, t ne DMA c-\nnv; eas ily enter. 
DETD ' f } Human reu oloo :l '-C. :.s t ra.us g 1 utaxi.riai e : Brenner et al, 

:? ..oonem. Biorwiy:: . Ac'.. 52." , 4 - : H ( 1 c * 7 8 ) . 
DEED .. .. : T:.e s^b 5': cite sh- .; : i n re retained at ;tny site in the circulatory 

wstem cf tut human r;>d,u 
DPCD . . [ Toe uio;' o ■■■ s:u:. d -.of h^rn *;ne human oody. 

DPTD . . . inc* o:.: . l:.::L ole b lo i eg ; oil . } ' act. ; ve peptides cbtair.ed 

.. i tn--- : -o u : • , ! or e:-: o-ipl e , o- :pt . t les waits t:-:u:b:t a phys i ol go 1 ca 1 
i :tior. in tn*:- human i. :o/, ■- i v. :• - l:i:em:Io;a.:'i (IL -1, -2, -3, 
- i, -: , - , -3, -d'-l. , -11. and --12, G- HE, GM-CSE, . 

DETD A:tt...b<: die $ a:- ~J ;5-:> r . ■ ■■ '. og ; '. ].y act i ve pep*: i.des within the context of 
'doe p:rese:it o: c-nt ion . Ant - b :> ii.ee include no" only human 
:* i-'>noc.l or.a 1 arc i.ood i.e •" b rt . ; : i .> -. animal monoc i :>nal antibodies . Most of 

t he 

r ..cox: Lea Liy ;t i ve j ■* id- :-iust ape i f i ca 1.1 / bind to their 

'■ : r oeo pen lino reeepc r 

DETD In ohr jn.i <: r t.euma* : . n, i lymphocyte that 'i'xpreoses an 

IL-6 receptor o . oc i 1 .'. / pre --e;r and 

preci}: it ates proem::*:: >j. oof a :\ a at o- antibody, which lea ds to an 
o tao*. or the p roqr^r .• .: -n .f ' he dr .s e :t s e . 
DETD . . . lint* e r. t :■ pa L yly.-ti n- •. Any substance which is available and 



■one a*".fi:iity for DMA, wtu... ■}■. = not hhrrvful. to the human oody 
aid wrench is i j :t eas = ..\ t:, : pi»-:c: tht; c.rcu . atory system can be used. 
DETD . . . to s' arc at a >r ' oaperatire for 3D n:.ni_res. To the mixed 
olut:. or. were ao;ced .: i i'. o :" jo rblC-d ( -c:;;cr \b an t human IL-6) 
o-i.t or. 2 re: r.l 0) : o in II r :>diun cit rate, pn 7 . c . The mixture was 
t-.urrd, and * ne-n a < >w- d * o . tanc;. 
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ENTRY M( >NTf : 7 0 001 2 

EUIEi" CUBE: z 0001. 2 0-, 

AB . . ne: vous sys'er. asset : al ed v,a t h altered immunc^r ega 1. a t i or. . 

ln*erjeai:in (1LJ-6 :.s a cytoi.ijie Ida: has se\orai effects ori the 
neoroi nurune system. Specific IL-6 receptors 
ha'-e been fecund in human lymphocytes am iieurc^jl ial 
ce'lls. The ain of the present study was to assay IL-6 binding or 
peripheral blood T lymphocytes :n MS patients. We found that T 
cells from MS patients had significantly more IL-6 
receptors [Bmax: 2 7 c < +,. - 7 vs. 24 6 + / - S (mean 3 EM ) 



receptor .5 'cell, in patients anj control?, respectively], whereas Kd 
values. . . 9 vs. 300 + '- 1.! (mean +/- 3 EM ) receptors/cell, 
respcc . We found 31 mi f :.c ar.t 1 y { P < C. 001.) hiqher amounts of 

IL-6 receptors )n CD4 4- T c> lis from MS 

patiervs td t n o \ C 24 t lymphocytes from eont rol s ( 4 '3 4 * /- '. vs. 

363 -/ ■ j (:-iean + / - SEM r-.c-;p".c:; / eel 1, r ?spe:c i vul y ; 0L^~ T oej is 
shewed v-wy few IL-6 receptors In both 

p-at . en' 3 ; n i controls . Trie o d it a are discussed in terrr:s of y.$ immune 
pa nhog ; ; i > an i pathophys . >lo .jy, because r-eeii act j vat ion seems to be 
11 need z .) increased IL,-tS b: .udiric;. The up re gulated IL-b system night, be 
invoI'. r -"-d :.n antibody-med a': i lemyel inat. i.n 3 pathways, because 
I L - 6 i w-.i L known to ennaii :e numeral immune response. 
CT Chec: ?.a \\? : Female; Human; Male 

Alo I en ■:• !:.■:■ ? 

A dm 1 t 

( 3m - 3' ! 3 3a' io 

Cd-'-P o' d r e r -Evmpd jcv.e : : ME, met ib n 1 i. s:n 
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development of neoplasms 'particularly malignant tumors) in a mammal 
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FOP. THIS PATE, NT. 

SUMM The field of the indent:.. on relates to therapy for cell prcC : for a' i ■ 
diseases; human i mmor.odef i cioncy vi rus ; recombinant 
macrophage; methcoss of diagnosis c-f macrophage i nvclveme.nt in ce. 1 
proliferative diseaie; kits for use in diagnosis;. 



SUMM . . . the diseased tissue. Second, the macrophage is substantially 
eliminate d from tne diseased tiss>- j by administering to the mamma] 
(preferao _y a human) hark :>ring the diseased tissue, a 



tnerapnu 1 : -c agent tnat ..s i.n a ic :itiDn for cr 3 f e rent i a .; 
masr upha je . Tne a dmi.nis-.e ring . 

lerm innibi t :>r , -md gelon.n ;Xuo"h;r:: (Fl fson, F 
supri) . T :: i ch Dsan t h i n a no m :>mor ch a :' i n smir:;': enpre s s i en oo 



-i n human olcod ceils i n :1 .iding ma : r ";pn:iges (Li fson, J. D . , et 
ai . , sup: i; . 

S'JMt'j . . . targeting rrmmehy can be Linked to a drug either directly or 
indirect c/ b / carrier n >le::jies su :n n<r. serum albumin {particularly 
human :seru:n a lb ami ri) , p :> 1 yam inoaci d 3 , d- : >;:t ran, and the like, by 
methods ceil -:n:>wn t :> these skillel in tne art. Tne use of. 
SUMM . . . mean v ec": one :■ :p ?r. -E: which in .:re-.3e 3 the probability of the 

■development of ue Dpi a en.-; ; p art :c j.L: rly malignant tumors) in a mamma !. 
' oar ' i cli . ir 1 y 5 human 1 . A :fene ass > .rioted witn ceil 

p rol. .. f or c; i ju a 1 :) in : 1 ,.c!-^ :i :;el 1 ^rootn suppressing gene such that 

deer- -a: e i gen-: •rxpreo;- ->r. :>f a. 
S "-Vy. 3 j "Mi"" ; s n-'Eot a human i mrunode . c i.-en ?y virus of strains 

H [V- ; , ;-i ; ' ! -Z , or Fd.o: *-s r i. ant . 
SUMM . . . of trie invent;, .-r, :.re ore:- -ra;:>l ;/ 'designed for the diagnosis an 

trea'.me:v o: .:l:na_ HIV- ihd n :>n-H : V- n : : :o ::i a ted macrophage- j nduced 

c an :-:r in a human . 
DRWD FIG. 2 .3:.'iv;3 ; : menid . m : .- : of HIV insertion into human 

DRWP FIG. 3 .i a ]^r"i. un 3: 'he human c-, 1 : ; pr:Cc-o:":coaer!0 sequence 

iCD wi : :;, "i ' ' ' ; ■ in o:ot-:: :i : -t in": ;-r: '. . The sequenced PNA was I PGR 
p rod' .ci .e; fr :n :• > • r y: : :• s :>o' :iined. 

PFTP . . . i; r.i : e::.^.r-puE- i r a, F. -it : . . , Immunol Review ; 1 99P1 

12"':. 5- .:■ . I ha r:c ■' :;el 1 .yr>- , ntslucn.? ncmc^oe/nacrophacfes, 
f ib n 'bi a 7 * r: , --nc nthe I ..-a , F and r lymphocytes , chondrocytes, 
a it r-cy:. - r anc -:eat mi ?yt e i -j re ^apab b; :d: producing IL-9. J L-6 can 
exe.r* growth- : no join 7, gro-wth- i nh.rbitot y or differentiation inducing 
a :t.L"i: i*. s ioper: ding .ipon . . . colic, [n regard to lymphocytic 
st ;.;rv Fla t m it has :::>e>'h -Enrwn to be involved in 1} terminal 

d .„ f r<: ro .. a t .. ■ 01 ;= £" B-oe.I.e m t ' antibody producing plasma 
cell-; ,: Fm .it. Lon of : L - :co;i IF-^ r-riceipt 0 rs and di f f eren: i ation of 
F-ce.i:;; « ; r.d • ) 1 1- 6 l>E-e;i ; now:.. . . ::> t myeloma and hyoridoma 

■ce.Lj... W< < )dro. : f , C . , a...... OFA antl (>;^± Bi'EJ.LOgy (1992; 11:5 8^-592} . 

li-F may oa irr t :ans lomat ion >:•£ IL-6 
receptor e:-g n'e:o- in j oe.f l.i (T jhyan.a, Id, et a 1 . , J Exp Med 1993) 

I ? 1:F89 ; . I !j- produo..'n m 3c ropn.agf:: - ,-hd endothelial cells vere shewn 
t: ) . 

FETE: nvoution :.:r.o.: voe probing tne restriction digestec and gel 

separa; e<? D!J/v w... th riuch-ie ac.Fd p:r^be,;. : hat hybridize to specific 
m imriul : an (on ferably, human; cenoro c FFA regior.s. 

DF1F f: ZJ F mci- are 1 u )ect ud odtr. human ;;plt:::-,:. ; ti"si;e- corc.airong 

DETD , . oer:--t'd growth fatter 3 goi.e 1 IOGF-;r=) as show:: in FIG. 3. A 

^or.o I TK secroence is shour. inserteo ... n tfie human c-sis cfene 
; PDGF-P cone; . 

DETD . . . :: r. experimental fat-fed rabbet systems (Rosenfeld, M. E. and 
Ross, P.. ■19 c 'i ) Art erioocle rosis 10 : 6i.it - 6!37 ) and in cell cycle analysi 
of human plaque:-. (Gordon, j. et al . ;i.9 (i 0 P.N.A.S. U.S.A. 

S' ? : 4 »5 0 0 - <; « C4 ; , it is: clear that in sin; macrcphege pro 1 : f e ra t i or; ms 
oompa r ab(. oil. 

r dr m F "P 1 human ; -'h> eE'm]cro:m Ieso)ns, PFG1'-A ana PFGF-P mRNA arid 

p-nfoiu ( " ? e e: pres ? ed in endo'Eheiial cells, smooth muscle ceils, and 
nncrophanes Par ret t , T . . 

DETD . . . from macr ophagc-s of the atheroscierot ic plaque tissue. Using 
the v-cis prcl e (Oncor, Gath<?rsberg f Md . ) which hybridizes to sequence 
in the human PDGF-B gene, it was found that the PDGF-E gene 
was rear ranged . Thus, the HI 17 insertion indicated by J ?CH is shewn . 



CLM What is claimed is: 

in a sample, wherein said method comprises: determining by a nude 
acid hybridization technique tne presence in macrophage DNA of 
human imriuno :ief i aien ty "irus (HI'. r . integration at; a location 

rel Jti^e t t a -ell pr ilif orati- r o oncogene wherein said .location i s 
further characterize:: in. 
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AH, . . a Bpec.i. f ie :1 ce LI i >■■}:> :1 it.ion, tuo-color flo-' cytometric analysis o 
cyt 3k..:.e receptor;: and tircdce n ;r2<ers using fluorescence labeled 
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human T and P lymphocytes, natuial killer :ells, and 

neutrophils. Her-; we report tne c:n.-.tit .tive expression 'jf a functional 

Ik-iO receptor (1L-1 T F) in 6 cf 6 ir velaria eel L Line? ind in 

CD 3 3 i h i ^ 1 1 ) / C C' 4 5 ( '.. ow -plasma cell.? fc-lon^in; to 14 of 14 patients with. 

the c.;te : t sp : nt .<r.e d js ap:pto:5i - , and the degree of this effect was 
oomp-^rab '. e to to-; pr -ap aptotic e£ f - :t if ieplet i no autocrine IL 
-6 c .- antibody t ^ r i n:j . IL-15 >.-a s als :• capable :> : 
subs': : tor i?tg for so': cnvK/ IL-6 i r. rde: c; or j:rot: 

ceil survival anl " .. re versa, [n .Eh ■ ro -te r:n cu1:jo: ; of primary myeloma 
cells, the aodit i :n ■ f Id- 15. . . redu >» i one percent age of tumor 

c e i i s 

sporv: anec usly un ier j-.-i n j uooptos i s . Furthermore, If.-: 5 lo.vered the 
reap :>ns lioness c j - induced ap:pt"s.:_o an i to :yto toxic treatment 
w_th 7i!if riot me ai. 1 o 3:; >;• voi : in ru- nr. './..on >rx me: : ha sooie . These aata 
-do I „- 1! oo the I.. •;• of : rrxor ta:v: : ioccr ; :;ro;rovoo survival . 
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TITLE: Are -.-.q i ri- ;e r e i nuoan uno..-~ uoior neerocw.s factor-alpha 

*n tih cv 01 r 5 7 1 inhi: 2.o i : . : ..an; v i t ;ry patkwa /<> but not T 
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AB '22EATI\ r E: We: i:r 'e ~ t . ja * ec: the eoeo of an er; p. -ered human anti-turr.or 
:.-:cr 'Sis facd Dr-.:.:.r: antibody, AvP" A, c>r> .. rvrnune i'ur. ctions as 

". as ccne and CxTu.iue turtiO' r €-r :.n pa.t;^-rd:-; e.. : h rheunato id arthritis 
FA; on a. plaoeoL o - r/ovAed too .] . '2e aloe as ;e ■ . ed t.he effects of 
: »;pe ;1:ed treatment ojtn CDP571 in ao open A:-.beA. v ur.t onuat ■. on 
■*:udy. ME THOE': Th^r * y-.o..x patien' J: -..--r(; t iv at.ed o...t h either placebo or 

.1, 1, cr 10 :o a o i <-f GLiElA/l gi^en .iO ar. jntr-oehOLS infusion. The 
fellowup peri xl wao J. v;eeks . Lymphocyte ph« note /p-:. , soluble; CL4 

CD , ; , soluble; ..no.:;: .■;i;kin 2 receptor ■il]-2¥. , IL- 
6, and stromeLy.e:n _f--. r el^ in tne nA wivt me oi s vooed before' and 
o tev treatment; bzrn- aid cart. .e;e ma r ee i s * c^yi- i (iir.oiiri^;, 

deoxypyri dine lino-, !;-toi'ninal re A: p- -pt ode) were ;.omilarly assessed in the 
oniric. Patients who completed ;i pi n>. -.:bo rc^.troil ed t rial of C D P 5 7 1. were 
offered further treatment with C2PA '. . T.oe^ recei"e:i a maximum 
of 2 furtner dc-aes e* 1 rr.c/kg 7 prr ..enfo) or 10 ng/ kg i b patients) in an 
open stucy. F.ESWTTS: FAasrra IL-6 1 -e"-l was 

statistically s:_c:ni : : : n.tly re«:lu- :ed Lr thf. 1 and 10 mg/kq groups . Av or.-o 
A) m,g./ kg group, 1 neio were also . . . U ve ! s . F.epe-et doses of CD?5 7 1 
wer e we r i toieroeea rvoi ccntinv.ed t< supivress fnt: a,..ute phase response 

vi . sease act ivi t y . CCA M2SI02: Treatment wi th. 10 nq/ kg of CP;F 57 1 
reduced IL-6 and sun jgate markers t : tone turnover is 

PA, suggesting that C25P571 might prevent "'cint damage in RA. Since there 1 

was no effect on lymphocyte markers despite the marked reliction 

in inflammation, CDPb/1 appears to have no effect on ongoing CD4 T eel' 
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- 2-te rm follow-up jf the changes ir: circu I at i ng 

>----r^-^ soluble cytokine receptors, and white biood 

■ c: i.nt. 3 ir- pat :.ents with rheumatoid arthritis (RA 

n.ir.iclDna: ant..-TNF alpha antibody therapy, 
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T :■ invest ..gate *;-.(.■ rt-ecr. -i sri >; f tie i mg-l astmg efficacy of chimeric 
rr. -;nocl jnal ant i - iti 10: 1 pn a antibody i A.') therapy for rheur.atoid 
i.-'thri':;.;; (FA), • .. :L: ;: n^r.l;,: with r-'ifractory RA were treated with a 
3-ngie irifus i dh ■:: cA2 mi ok; :hin:e. in circulating cytokines (IL-1, 
IL-6, RROi.pha, c; I0-.1 , s<:l.]b.e cytokine 

II. h:c s.il-6R) and periohera... wh_..te blood 
ants were :: ..c ..-en „p 1 o:\g-tem (12 wee ks ) after c. 



receptors (1NF-: 

>:li (WRC3 2UOS- • 



i...l patten's, as reported e.s-wr.ere. M >reover, rive o£ the eight 
:nge? el:.r.i-a, re..p:nses ->12 weeks) . The elevated 



oat lent,-; shewed or: 
;:cru:n IL-6 and 



-RI 



R! ! ) levels bef tr- 



treatment rapidly aecre a..-:ed after treatment. The 



LOVO_ 



■a I-- "■ v :qn.. f : :wjrit 1 y elevate:! before treatment. 



The 



.. evct c f 



wi :iL- '.. 1 levels 'were augmented aft.er treatment 



iahr * 



and t: iye :i r. i gha 

'. :nic i ).. respon. . ;. 
: L- OR \ /e re dot* ". - 1 
ii.d during the wr. ; k 
lymphocytes as w w '. 



.an f.r ba: ; e..ine ;.n four patient, s with pro 1 onged 
Nd J:::n:.Rc:irr. THE alpha, ]L-1 aloha and -beta, oi 
: i:i * r.«; s-:r. t :jf the patients oefore treatment 

st; i jy period. n the ether har.i, peripheral 
as tjt.ai RE" ar. J neutrophils increased for 4 



weeks after treatment. However:, thereafter, only th-: 



lymphocyte coun* 
. c cig-t- iirii ( 12 we- 
lymphocytes i n t ; 

r esult .-: s ..ggest ' 



T c- k I J might 
treatment in RA. 



■ r-re as-. ■:: ar=dnally ami stayed bel aw the baseline 
). "A"'.:' an.^J.ys.^s revealed the pi edominance of T 
■:;e : r- 1 e in lymphocyte counts. These 
c: tn- ju gmer.tati r. o: IL-1 0 proauctior: and the 

: k ky • jr.t.rib k.e • o the Long-las t mg efficacy of 



L4 AtloWER k 'OF 21 
AOOEO.-R ON hV- ~KE~ R: 
Dt-CUXEt.T NUI !LEE : 
T ITLE. : 
AYTH-RR: 

CORPO;oRTE SnURCE: 
SOURCE : 



PUB. COUNTRY : 



LANGUAGE : 



ocr. ire duplicate 4 

: xkdlioe 
- : o;i;r 

('■_, t n _r. in f ..arun .: t c>ry bov;ei disease. 
P . 3 le r 0 ; Ari :iu:-: T 

f ■ t: n-: ■ ineru of R".'.ernd Medicine I, University of 
r ■ h c -.sb : ; , Oerrr. ^n.y . 

ft ') - q 



t 



JlRR-;a;, Ob' SUR R.r.Y, (lOOb Apr) 
. I . Sid u 3 (04 -2 3 ] 3 . 



) a / - . 



0 rn a.. •• . ie : X . 
U: i reel S* i; *:es 

0- j:t.3_; Article; J^OJRNAL ARTICLE) 
(■"• n-ra),. Review; (REVIEW) 

! ; .- ' tew , A> :alemi d 

Ei.glish 



Ret 



ENTPY MONTH: 199^6 
SKTF '( WEEK: 1 9 .-6G4 

AB Cytokines play a neutral role in the modulation of the intestinal immune 
system. They aie p: <: cl ;ce d by lymphocytes (especially T cells of 
t:ie : : hl and Thi p ■ r: r. ot yp es ) , monocytes, intestinal macrophages;, 
granulocyte:, eoi t F*. 1. 1 al cells, end: the Lial cell.:, and fibroblasts. They 
h ive proinf 1 amn uto: y t.ir:::.ons [ interle ikin-1 (11,-1), tui;i')r necrosis 
*ict>:r (7FF7F , IL-6, I. -Si, FL-1.] or ant Linf lainmat cry 
.in i : n=- [ l r.t e ri c .1 L r. - 1 receptor antagonist (IF- Ira), IF-4, 

- • f IF- Li, t ran; : :> z:\vinq grcth f 3 :tor oeta ( TGF beta) ] . Mucosa.! ar.d 
s/st»:ini:; concert za . :. z>r.-', of m.any pro- an i ;i nt i in f I a nun a t or y . . . acia 
i "N3F ) moid, ci >;:!.et^.ca L . y en 3 .nee re i mode- of IF-Iu knockout mice. 

B ;se;:: :n the se L r.d : x 3 s .a rat i>: :ia.Le for cytokine treatment was 
d-'fir.e::. The- firs*; clini:ai tr;iLs j^inj xout ra 1 1 z in 3 monoclonal 
antibodies a.pais.3X 1 F F alpha ( ■ A.? > one ant linf .aoa:or v 

c yt o^.i.oe [7.-10 r. r'e sri ;>w.n proir . » .ng resul'.;. However, nany questions must 
b- ■ an s'vered set : re . 

14 afsffr :> of fi mki i :mf djpficatf f 

0- : 0 O J \ ..ML IF ' :' 0 F . ME! F 'FjF 

FOCIJ' 1FFF F F'-'BE R : 0 Ail. ).j 

TFrLF: u eci €• i.>ed expre:- .-; ...on . >f 7CAM-1 and ic ? induction oy tumor 

:".ec::si^ factor on b ::eas t - : anoer cell 5 in dtro. 

A7TH- >R : okPixscy A F; B: < idow i< ::: T; Wiitsohke 7; Czerwenka K; Michl 

I; Ki,i;.::e: M; F.t.,.:nsn. 0 '7 

CCRFJRATF 3GUF0E: i: epa foment of Iir.orn i.i. Med. :u.ne I , Uno/ers.ty Hospital, 

Vienna, Ai3tri:i. 
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A 13 ... 1 ov/er '.nan t.F:t. .0 oer.-gri Fr<L a:\t ::ells or normal breast 

e] ixhe.. run . )f ". t ri ; .m cy': c kirit t.e;ted, :..ncl id: no recc^mtonant human (rh) 

i t.ter In.;kir.-'! (IL-6 , :'h 'unijr :,e :r. . • : .; :i ; .:tor aloha 

( F -r.oricF , inv-r J •: . n 1 IF - : ) , c r c ;.nu^< : .-yte ^maorophu:. ge-coiony- 
o* i:u.7l,.;.: ma- :: ac: : ■ r ; FM-CFF , in: e-rf « rc n-ai pha 1 "FM-a.. pha} and 

ii t ei f c ron- g .mm .i ( I F F - ja:r.a ) , ■; o] y 7FF ua; able. . . ur.st imulat ed or 
lympho/. i.ne- stirn j.i a: e :i eii..i er • LAK) tniFl:- t :• recognize; a no iyse native or 
TFF-s t ^:nu7 at-.;d u rea s r. - -an :c;r c-iils v: r> s st:u.liei. V/nereas neither 

ur.st i :au l.at e d lymphocytes >: r FAF oelis were able to lyse 

untreated breas t - zar: ::er .-rells oei .i c.i ent for I 7 AM- 7 expression, pre- 

treatment of tun or .:eils with TMF le>:i tc- increase':! turner-cell 

lysis. Anti-!CA'1-1 antibodies, arid r ic- treatment of 

tumor cells ' r itu an *: i-'I'NF-receptor antibodies, 

yt rc gsted tn-se fir ii.r.us, corrc oc rating their specificity. We thus 
cc nc 1 jci' :: : t. h a ' tue ce : : ei :t . -r e exp ressicdi of 7CAM-1 in our model might 
cc not it ite . 
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DOCUMENT N'JMBEF-.: < ; 4 1 ^ to 

TITFF: Uedr i:<yprc>ges tei : ne acetate reduces the in vitro 

prod, c + ion 

f cytokines anc serotonin .ovoiveo in ano r. ex 1 a Fvauhex i a 
, od ■ ne;- is by peripheral bl 'od mononuclear- cod : s or cancer 
p 3 1 1 ■ : o t. . 

FFFR: Mant .■va:.i 0; Maoci'o A; E-u S; Fsi F; Funtoua M F; Mass,^ 

Foss i F; Me lis 0 B; L'€:l Gi jcco G 3 
CORP7 RATE SC>URGF: Depastment of Medical Oncology, university of Cagl iori , 

Italy. 
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A13 Yedrc :■: /proge ster ; oe aott.Jte Mi 'A i v/Lde iy urei _n once logy bcth in the 
treatment of her:: Dn-t-r-'lrtted c : n>;er •> an i is 3 ..p:)o::ti ve therap" in 
•more:-: .a 'cachex i -a sync : cr e {AGO , b-.it : :r. - i ve data are not yet 
vail .ibl--; to explain. . . i._ characterise; by weight loss, changes in 
netab ->lisn, redu :ti.--n ■ >f app*t- te, nausea ar, l vom.. ting. Several 

cytokines , 

n-i inly inter leak _o ll -L, Ih-0, IL-6 anc turner 

;iecrc ; _s tact a Lpba TOE a i p.na , are; in vol"-: c in the pathogenesis of 
A :S . n id...t.icia O.V, n u . • e and --onit :.nq t- :'-vL . ~: by fact.crs 

mane .. eg 

-;-e~eo eiic. { 0 - H '7 ) prr i.:-t;.on ,-<n : 'or release t. p...ei 3t r tpie cells including 
;:tiv,c:ed T lymphocytes. In * h-. prefer.':, stuoy, we report the 
effe:*. o :' MI : A on pe:: rpheral LI .o)d rnonorri : lea .: cm 11 5 ( PBYO i from 10 cancer 
patients. . . >j ne- ~c and n-eo, ;• c . lung and 1 ovary) . The 

proliferative resp .>nse of ?6t:C t:.> PEA, ar.t.i -<. 77 3 monoclonal 
antibody MAb i or re-; : .-.tenant I 1-2 • rl , * ne pr sduction of IL-1 
beta, ::i-l, IL-6, IFF .:lpha i: n 1 !i-H r " b; ?HA-, tin a] ated 
7YMC i: 'id the exp re . :-. :>:: lymphocyte :ie:rbrai.o-hot id ~Y-0 
receptor ZL-.iE) ■; at ar. . t : es 7770 and OHOf) .xere studied. The 

kii t : >n of I : ?A s ;. :: . c :rnt 1 y re. ;i iced *:he FBI * : pro •. iferat ..^e response to 
:':ih m I ax.t i-CD: : 7-71 : .t not tr > r 1L-2. I17A 0 . I n LcrograriAO. was also 
■ ; pao ■• ; 1 reduc. :i r to- level s of 1. -1 be:;:., IL-6, TNF 

•"« '. ph a .;nc: 0-HT pr ) luce .: in cui-ure by RHA-s t :. run. .it ed ?Brf7 , whereas it did 
not iu's €• any c;i-t.or:o :n t;ne por :;ent ago . 
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A c>: rrpa ra*: i ve study c f ~:he m 'hi :c irnnvan ::r,odul a to c y 
iJC :v;..ty :t hi.m L e; _n1 act :.:t-ui. jg. ii'iiin IS 1VIG ) , F J ab ' ) 2 
f r - :r t s - 5:5 r'-G' c.nd }-Y^ r r;.= '.jment s . Evi.ience f Dr 
p = ■ ' -t: . ; n : ;:ioj :.( rial 1L-; :icci. .al Lcn. 

IYi tttaiir Y; Hf.r<dd M; Eibi E ; Glass.. H; Sehwaigh er H; 
Hw:"--i C; i-Eicht er A; Fichl 11; h leder wie.ser D 
E'ep.jrf r-nt of Lnlernal l!e iicir.e, University Hospital, 
Ir.:..-t r:i k, Aus tri a . 
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19 YY" 
10 <' C "O; 

AB buring the p?ist few de^-ades intraver.oui; w-unur.o gl Dtul in ( IVIG) has beer; 
used successfully n tde treatment of ^'e.rious incnunore:gij lat or y 
disorders. Treatment results have been attriruted to 
mmuii jmoculat ion nai r.ly * r ia Ec receptors :>r z y a;it^-idic:: ypic 
antibodies t:-: distt-iSc-^Businci autoar.tibcdi.es. Ei'orr the present 
study it is Years co. dvnt that "S TVIC 'in: ait inmunog ; obu 1 in as w^il 
-s : Y . , :o;vi a p'Vttrtr : rnmunc rnodu i e * : ry :ip.ro.Ly. W-;; oer;ons t ra t e 

rutin 1 / ". S 1 V I G inn. bit. s <; Ixoanti ge n- induced I - i 1 prol i feration ana 
cjeneriticn of cytotoxic Y lymphocytes. Re:iuc-:d i nterleuk i.r.-2 
tIL-2j prctein levels :.n culture sup>ernatsnt ■= of IVIG-suppdemented mixed 
lymphocyte reactions MLRj but unchanged IL-1. mRNA levels strongly 
argue in favour of a p jst -transcript i onal interference of IVIG with 
cytokines and/ or cytokine product i on. Interferon- g anuria ' I Ftt - gamrr.a ) , 
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soluble IL-2 receptor (sIL-2R) anj rr unokines such as IL-1 beta, 
IL-6, IFN-alpha ani tumour nc:r jsl3 factcr (TUF-alpha) 
were r\Dt affected r: y IVIG sup pl> : ment at lor. to MLR. Fc fragments were 
superior to F ( ah ' ) 1 - cent a in:._n : . 
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A0CE3 7 ! ON N7KP :\R: ' ? 2 3 7 !. 1 y~ZZ I ME 
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T [TLI : '■ in : * renal ana ly.= i : c f an auto.mt igen reactive 5 cell 

c Lone 

.:ero/ei fj-^in I'? I d^P-lprllpr mice. 
AUTHOR : R.)o.- ashr K; H.irr.ano T; Kakishita E 

CORPORATE .50UF 7E: 7-o :-n i Dep i rt.r one .if Internal Medicine, Hyogo College of 

! -J . v ine . 

trurcr: :■• cu: 17 :h r , * i <!<*•; :e.:: u> (-3) 844-55. 

' 1:::. a.. ;o ce : : 37. II7U- ) 3 0 C - 0 1 57. 
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ENTRY KEEK: ; ■ -P 3 )-l 

AP . . . record--- i io::>i ncd€-l for tee st idy oi. the pathogenesis of 
; : ysten:..c I upas y c : jen at o.; us uith na.joi.v-; in"< dvernent of abnormal T 
lymphocytes .n * -p_eoic and Lymphc.-L c:ie. ; . H-ji.'ever, a direct role 
c. 1 B cell.:- of Mi- L, ' 1: m.oce :i n 3" .t <; :.:r;*i me responses is not. . . exhibit 
rcsetto f:rmuti .-: a \ .r. nst blc>-- i cell : ; treated with bromelain (3r-R3C) at 



the 



rrequency of no:- t:. in 3: = , a:. I to execs;: . .s DMA-receptor ' DNA-R ) 
c:i: its surface : r EPF ma . vs i • with u ._ot . n- labored ssDNA. In core tast , 

r a rental 2 . 53 M : : d :k..*. : : rm ;• hsette •• . . . nernbrane of 2.52 LI was 
significantly .1 - - .• -onoared w; th in:ao of MRL1T7 . 4 . Interest, ingly, R7RL27.4 
poiauoid ■ h...gn • . cer if. IgM- citi- ssDNA antibodies and 
IL-6 utter treatment w_th the pur:., f :U-d R2C 

rrembrane :r ...mi?, i D!3\. - -:i th-:: other hand, the parental 2.52 M 

reitlnc produce : d 1- unt :..- a DMA antibodies not: IL- 

6 under t te sain- ■■<■ >: d...t it: :a- . I3a' res < ..: s ? jgqest that MRL27.4 •; s 
an aucouro: igori .- ■ ,<:•. ,.;a P re. . clone <icr /ca ttom MR", / i pr mice . 

J t. s su: fa :e !)NA- ■■ , ry d:i-t".f, :inct i n ta ■ aut cant igens . i n tots process, 
there nigr' t. be <o, a .to :r: :h. n-.-t jor <: : aacc:cd by IL-6. 

In coi.tuuc.on, [2-7,; .4 pi: .fca-o a o ::> . d m. iel tor the study on the direct 
f ur.ct^ on : f: 13 c»- ! . ?- : »f MRU, ipr nice. 
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receptor 2D^ 3 ) c.d : euju. J ev» Is of • '[/?, 3 was studied in 

benzyl pen : ci 1 1 o\ .- \ hc.de limpet hem eyanin-s ens r. t i zed BALB/c mice at t he 

peak of a hapt en - cp^ci f i c immune globulin E (IgE) antibody 

-farming ^ell (ARC) response. These responses are analogous to fnose 



observed in human atnpic disease. To induce peal; IgE responses, mice. 

. micrograms) in ■iLn.inu:r. hydruxi:).- ge L (alum) on days 0, 21, and 42. On 

cay 44, mice were .n'ected s ibo it ar.-ous Ly with IL-6 

(1l0-:0:0 U) or IFN-Hnna f M i 1 \ . -00 '1). Or. day 46, numbers of CD23 + 
lymphocytes in Peyor's pstch-h (P2), me ;ent c ric .: yir.ph nodes ( 112 N ) , 
arc sp.O eri and Levi »: .sol .J !e " I 1 la serum v«: re determined (flow. 

as::aa, confirm- i :v ::mpe-.*:r- :-sl;] . [it c ,ie expressed as person;., 
total s-;lls or i ■■ : P - a -1 den: 0:y ^ 4 9 i cm. IFN-alpne: treatment 
;>tr :>r suppre up :<> 1 ( : i r.cter •; al CD2 j cells exclusively In PP 

O.e., numbers CD. 2 * :<•]!.- .in PIP an i splsen vere uncharged) whereas 
seiam ve.Ls of - .ui.O- :i 1 2 were oiama'icaliy increased (60.- ) . IL 
-6 treatment ha 2 :.<. i : :'• • :* ; r. e.-t ne: n^nt e: s of :'D23f 
lymphocytes or ;.n -er urn levels of .cluce 2 Li 3 . The data suggest 
tmat the iriechanoc 's' l" y which I FN- -Upr.::, rut n<: *: IL-6 
, regu ...c:te;i IgE r p -it.- ■. a i roc: 1 ve> : • cp-p: 6:5.; i ;n <: : CD2 1 expression on 
lymphocytes in ? = :■■ and sujp:>t5 a e~nt cil ;cle f :: r tnese organs in 
ice jlal:.: on of I re.-p use.- . • • i • . 
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synero i s t icaliy <i *: h :mt.i-lD: rr.Ab r *. :> pjoi.m : a 1. 1 :>gr -X. t survival and 
.dcjce t :>ieranc- . : ne -i:e::t; :: t c:m: :.ne:: ar.t : -022 an 1 anti-CD3 mAb 
treatment on receptor >■ >:p.r. e 5 e i 1 n /.c furtucr analyze! 

ultn an in vitr. rr • 1 . The 5rci-:j. mA: 1 :.-:5 cEaise^ I 1D2 expression on 
pur ified spleni-- 10 . . icreacr, :i 2[ 3 exji'e.: ;u.on [69.19 (3.47) to 
l >"'* U • 37) ] . 0L^;iat.m:n 3D2 i ri-.: IDl -Expression wa 3 similar on mixed 
spleni: r lymphocytes and ic;;late:i <'j-1 1. n a 020 suose's. 

Mod'..lati :>n did not ci. :c. :jc witn the . ; ;ld:ti:n ■ >f the cytokines IL-], IL-2, 
1L-4, IL-6, IL-Oo ; : Ip;,^ : >r T 9 r D: t3. r<..netic 

0;i:ce;; OcD/ved 0.^- n la i : n af '2 ■ was r c : a, per. i stent , and of the 
ScVu: ' / • m. a : * 1 [ ; ■ ■ f am ' D " : ^ 7 : ^^1--^" vh l 1 e 021 

receptor d:_;trd a: .. c: ■■ ::cpE-s t a d tnc dav n;r o di 1 a t i an ,; a = due to 
receptor ir.tern.h. L : M: . : :. v;hi.e .ipu y.: il.iz ion was die to ; ncreased 
t:r inscription . li..u. ::c: e:<pr-ss.; L< :i o.f atnor adnesion molecules 

demtnstr ited th.jt 2911:.., CDld, CD44,. . . and 0D3 expression on T 

cells 

and modulation - ^ u^crpmied by changes In t he array of ether T cel. 1 
aurfaco receptors. 9h c. pas in cell : irface receptor 

display i.-.ay proved-- an Kldit.anal enplanati on for the synergistic effect 
of arO; ... -9002 oOu a oi -('93 2u p-oion:: ..ng a.lcpojfr sarvOv.-jl. 
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AE E.-cerinental da:,: ? r. :>v/ t.rvit rel d: i vely lew concentrations of 
IS-deexysperguat.: r. (DSG; :nr...br the induction of cytotoxic T 
lymphocytes (CTL := :a the 3>eier .= 1 1 o a ;f antibody 

-prodjeing eel 1.3 . 2 :-r.s.id*>; at....y :ii 3h.j r C3r:cer.trati:)ns of DSG are required 
- ( -' inhibit prel Are i" ^:: :i ve re^pon^e •: . In this in vitro study, the effects 

• • • DSG ::>r. tnei.c* ...in, : r. r, cc Life * at ive responses induced by 

i: fj'erent stimuA. , s-a :.n t: e p; oou Lcr. of inter leukins 12-1, II.-2 ar.a 
IL-6 ana ;. F2\-ga:io -:: ' ^eri::^.- L.:. t - r ; e •: < were assessed a no 
:o-pared .vita f,- .:rb;:e:; o: As.-. :<: / : Lc.spoi : r:e A! and/cr RK7 2 2. Wo 
:c > "i : l rnied toe s a i va ■ . . fie gor.oiotien o t ATA. Qa.; t e 

■-■pec-.e il y, h eve t , '.-a- r d to-', aithc.qh DSG did not attest the 
pi :/l i ferati'^e re ; - r: c n e r ( , a . • lymphocytes or a 

= uper:ant igen, it :il ) ir.hil: 1* r< -lift :r .it _ :m :f peripheral blood leucocytes 
;rRL) stimulate: wi tn St «f hy .v cc js aureus. LSG was active even. 
..ewer in cells s :. i. rr i a : eo by .A aureus in tne presence of DSG, showing a 
;e '..ective effect or. 02AA-CE4- ;: e.- peridot: T lymphocytes. The 
yi :.porti dm jf I L - 2 receptor d. Di. 5- positive cells was also 
te Raced oy ASG treatment. M: :'.-;y:ey we fiura that DSG inhibited 

pr;;! . ::e: ati ;:. i.vb; :: <k: by 1 HA phyt sh ;eir 3 cj glut ni.rA bat not by Con A 
\c incma-Ml i n A . "A 5 . . . 2D3 -mo iia t ec pathway. DSG oid nor 

' prediction . 3 r 22-2 ;;i I F2I-g Ls :rir*i = or tne 1 i.popol ysaccna r ide induced 
pr >ducti :>n : f I A -2 m: IL-6. I r. :-:>ntrast, the 
pr ■) duoti >n :f IL-6 --/as :..rAo.a. : ~ e wt; n se.ls were 
.st ■. tnul at- -d i: y a... 1 ■.•::<»! lymphocytes, .3 . aureus, PHA or Con A. 
Ch . s s ag- rested t: that tan* DA .: ..ppres se j IL-6 

pr..; iucti- -n :ould t:e the hs;,^ f : r : :t;ner reserved effects . We tried to 
ium:.c th- DSG e :: : -:r :: " :s i\ :.t r. antibodies ami inaeec round tnat the 
IL-6 ;■; ceo :. f i c antibodies r . w-w sir Li = t effect 5 . 

Aurtnerni ae, re: w :o .. -caw: IL-6 o: :np + ■ A y cV'Mcair.e the 

:-upp:t:: 3s..ve er to.: *: 22 1 :i, S. ace c and : HA induced proii rerdticn, 

vherea-3 addition >i : IL-6 t :> DSG treic-j 23L :nly 

partly r^ftored toe ::ytot ;■>:■ o activity iy^phc blasts sauced by 

all -jqene.. c cells. 12. .is, tne : r.h.i oit :i y ef fe :t of [23 li on de novo synthesis 

C'f IL-6 could e:<i '.. h : ri son -e <:■: i* 5 i:in:.in;>suppressive 

effect.s, but add. f L .r^A. C-S :;-sc : n.i .tiv-:- stops are obvi.ous.o/ involved in CTL 
: ndact :,0!. and ! : • • • -rc _a * A n . 
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A5 ... bas not „o far been elucidated. In theory, an antigen-presenting 



cell formf a complex with endot cxin- derive d peptides as antigen. T-helper 
lymphocytes recognize this complex, are activated ar.d start to 
produce cytokines. F< r inf 1 amrna t :) r> oowe .. disease? (IB'")} the most 
important cytokines .. dentif Led a n s 1 r, ter ..e a ki n i IE-];, mterleukm 2 
(IL-2), irtterlu ;kir. > (IL-6) , intn-rl-rukin 3 (IL-8;, 

gar;--- intirier-i (L- ' FN) , ana t rnc: recroi; facte r-alpha ( TNF-a lpr;a ; . 
1 rd ib : tcor of ' '>es( < yto':ir:es oa- be ach..siv :C oy « In ini s t rat : or. of 
cyelospor .ne, wr.ich :.nh;oit; the :'un:tion : :' T-ne]per lymphocytes 

. Orally, ir.t r<oenc usly, an: looa y aain.r.i .tere j ::yc J ospcr i ne is able to 

imp-rove the di: ease ucti'tity in a_ oe r at i - ■<] :clit L: and Crohn's disease, 
but. . . immune?^ pre -sant FK2(b * i a i omoarable actions to 
cyciospc r ine 

in regulating ryt :-.i.i.e p: cd jet i or. and may -ran be mere effective than 
cyclosporine . The receptor mtacor. is :f II-;. (IE- Era) 
competitively t. .: n to the receptor .ooated several 

lymphocytes. Treatment :: animals w.t.n - 1 : ; 4 aa 5 been 

s ees sf ai «nd ui:r..cal • ri ;ls us:rs: ree; :rb.. aaat II- Ira arc underway in 
i-ll. Antibodies against ,j -puaIL-2 l h r/e Ls< oeeri used 

s jccessful.iy ir. animal ' id: es . Ik: <;■:;;>: r:. enee with tr.is substance has 

been 

obtained in mar.. The use cf alpha-it tc :: f < ror. seems to be effective in 

some 

patients v;ith Ci ohr. ' r dlsea.-e. CI).; and CI -8 roLecules on 
lymphocytes are need-i-a tc f< rm the :.. nt e ra ot . o n between antigen, 
ant igen-present ng c-:il, im; lymphocytes. Cfo.;_f..c monoclonal 
antibodies against 1'.. -3 a: e ; uccesr i .: . .ly usee In pat'ients with 
a:tive a.cerafive : :>1 itn aid Crol n ' ; (iinidio ClJr --a ipha shares ™any or 
the prolnf iammat o.::y -i;;tiWt..e3 of Ii.-l. . In p r v. in;_ :i a ry studies, 
especial ly 

in patients with Or :>hn' s ii: ease, t,>: ofients of trie administration of 
antibodies to TEA-alpna vera- excellent,. 
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Ant i::c :iy-t .,reeteG s tp- rant i sc n thur hp/ induces 
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erar.t.... jess 5 re t.he mc- 3 1: p:cev - nowr. activators of naman T 
lymphocytes. To ersj ..r.eer -^up eranti jztis f c r 1 ^imunot her apy of human 
cl i in carcinoma, tl:e -;upe rar. t igen , ,ed ap»by 1 oc ooca 1. enteroto;:in A ;SEA) was 
g*:: net i tally fused t > tne Fab region : z the c :L.on carcinoma-reactive 
mcnoclor.al antibody CJ42. In the pre-er.t stu ;iy the effector 
mechanisms involved 2 n 1 1- ant i-tumt r response to C2<\2 Fab- SEA were 
characterized. Immune nisz ^chemistry arc. . . IL-4, IL-5, IL-10, IL-12, 

colony-stimulating i actor, 
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interferon ( [FN ) -gamn. \ , 3 rar.ulory t e-maoropha :e 



1L- 1 -alpha, il.-]ra, H.-l 



we re 



and t rans !" ar:r;i ng gr> o*:h : iCtor-bet 1, wrerea^ 
r.-^a, TNE~oe^a, EL--, IL-6, and IL-:i were 
undetectable . Most <>! the TNr'-alph \, 1L-2, 12-12, and IFN-gamma were made 
by tne m f i 1 t r a t i no n .man leukocytes, whilo tne colon carcinoma cells 

induced to produce :i L-4, IL-10, an i TNF-alpha. Up-regui at ion of IFN-c^amma 

receptors and TNF F. p^C 1 receptors was found, whilo the 

TNF R pRO receptor was absent. The cyt.okine production, T ceil 

i nf i 1 t rati or:, and CD 9 5 Fas receptor express i :r. 'onii'htan" iy 



occurred to induce programmed cell death in the tumor cells. This was 
: allowed bo a strong reduction of toe tumor mas? that was seen within 

after 7242 Fab-SEA :ni'..si:n. These findincs demonstrate that, 
antibody-s ..per a nt ig( n ireteins efficiently rec :oi + 
* ■orr.or- in :: i : trat in i lymphocytes actively pi cdtic i r:g a variety 
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rl - e :rc; ie -- Although fo- h imanized SCID rrocel has obvious limitations 
:*s aredrctive va Lue f r treatment of human cancer, we believe 
that t -!(;:-■:• rose ; * - enrr-urcige comical evaluation cf antibody 
bryeczea ;uper :iro icero . 
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Ah • • v.;:. 0D7S is a .• . r :. g I ye jp.: o~.e i n expressed by different 

oi ouro-coopet ent : el ..<; su . ;i b •; oimrou-; and ac: 5 vated lymphocytes 

' plasiaa ::ells an.: nhU.ra. ki bier :el.ls. It nas recently been reporter 

t:\Eit the 71)38 molecule exert .i. a a- ?no- :.r.e diphosphate r.ioosy.1 cyclase 

artivity -ir.d is a --sc r:ia te-: k.O. di.r:.r. :t transmembrane signaling 

i: ::0.ecu7es . This study report.". th,;t ligation of CD33 by specific 

mor:oc- :: n at 

antibodies (mAb : n i ..oo s nO;..[:.;r eyt c -due riRNA expression in 
cohiod pe riph ;r =1 cl : :>d nc :o u< o e .: r cal.1 ^ ;?3>:C} * Tr e mRNA tor 
no .:r osi s f £ :tor-a.pr. », i::oi j i-;..n ; ] I -1 os;ta, IL-6, 

a..-;sy:f deo.o jted, -here 3 5 ... r.t a: : e: on- ::a: ima ana .d - 1 . mRNA express!, 
seer ir. m^t, bit. . . between 07 18 and CD 3 act i vat i on are the 
u:i detettaole le" r e L s ■: 1 IL-2 ni'l'A, and * he ;i;stained IL-7 beta and 
IL-6 mRNA a rcuir, il c _n founc :n RBtlO cultures .-following 
treatment with tnti-7EOt! r.At . Ku: thoiirore, I' BMC prod.if era: ion was 
n:;t foend to be a prerequisite for >:j3\- -me iiatec c/tokme induction. 
7 5 psther, tnese r-isu.t,? . . . :n<l'ict: or. :f a discrete array of 
oyt 3k:cies, and f !'i ^ t *:h..s rathoay on .y paid i^.liy overlaps with that 
c )r.trolle : oy T c-.7L !. receptor CD7 . 
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AB ... LFA-1 b-;t-a CD181, Pgp-1 (CD44), CD45, MEL-14 ( L-s e lec 1 1 n ) , and 
VLA-4 alpha (CUM ■.♦.:) , were all increased as a result of anti-CD2 
treatment, where,.- 3222 ( I 2-2 R) , CD-i 3 ( :;D2 ligand), and ICAM-1 
(CDS 4} rema.nec c. :n; : ::gec. Kinetics showed that CD2 down-modulation was 
persistent and a*. . . f:< r. cay 1 through lay 7 of cuiture. Ar:ti-CD2 
nAb °° Jlt -- ° ;;w:; • : iLt:t€ 222 c r. both CD 4 and CJ8 splenic lymphocyte 
subset tnvriDcw c, itd too 7 ce.l 1 ymphonca 3Y.-4; and, non-1 oe: ] s aid 
r,ct se-iiL to part, upc:-; in the pr:)ce:-,s :)f. . . of T eel L CD2 

expres si on 

in an --pitooe an ^ ...rtype lerenient rasnion and that CD2 aewn-utoduiat ion 

correl .tec. with . .tion of receptor-driven T cell 

2 timul .iticn . Int-j-t antibody, including; th.e F: portion, was 

requir-d to indu ■■- : \ r 2 down-n o Jul -i t ion , aril a :idi. t i onal experiments 

siggeeied ;r.. .r;ouu r i tu with an ! c gamma. . . Fc gamma RII or Fc 

gamp.a 

FRII. 22 o : wn-rm ■ : i_ : r loo :: n. -i: change w_th the addition of the 

c /toki* e;s : : - : , , il-6, i;.-:o, tyf ..ipna, or 

2 ;F-be* a 1. ihes; t-r.Lts .sr. : w \h.ut ant.i -C32 inAbs significantly and 

pers: = • ent ] , dowu-r :n,.ate 2:2 : n various r cell subpopuiat i ons . The mAbs 

r jst : " " • r wi'h b:*n the II : receptor and in Fc gamma R. CD2 

o ;wn-m. dul at i on i .- . : ; :c .jnpa.-i i ed \ y changes in the: array of other T celi 

sjrfao- receptors " ; rr may r:rrr ibute to ir..*ch misms of 

anti-(222-ir ouceo .. r-u: jt. )suppres :. on . 
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AB • ♦ • stage : ] : b an:i :>ne ir. : ;tuge I't of the disease) were treated 

f *'T 14 lays with : I-F : -, an •mfi~IL-6 itcrioc 1 una : 

antibody [ I;: 31 ) , \r. uaily :i;>:-.e of 2) mg . No side-effects were 

coserv;.!, lit no :; .t:. -:tt? -:;::pe ti enceci a coop3ete or' p^rOa: response. FJo 

m naif i : ,t ..0- wes n t: ; :.r. the iir.^lysis of lymphocyte subsets, 

except for 5 tratv.eui decline in the. number of cells expr-ssina CR56, 

a .:comp w.red oy Eilt- 1- : NK i;c: i-'ity ..n four of trie seven evaluable 

p.itieru: . At :i -IL-6 :nAr pr-v-:i: e 1 the binding of 

IL-6 t ; its ::eI3 t --n •: ane- receptor, as 

d<:)cumer.ted cy the •••eel me in 0 reactive protein levels. However, anti- 
IL-6 nteo triiuterl t:.e ; ireu lat i'tr: cf significant amounts 
of IL-6, pr :>bibly .:. trie fvuen cf rriDnomer ic immune 

co:".ple:-:es , The ye:'-, rial y be i on h : ) cell line, demonstrated a stimulating 

activi t ;, inaicat.-a tnat nypersen :;.:.t...ve cells were able to cleave these 

completes . This co ~ ■; r at ion, together with the clinical meffii:acv of the 

treatment, snould : r :rot us to b-i careful wi.th the use of 

tuner. :p : . -r eo s:nre tmc^ioua] antibodies, cspieciaily in cancer 

pat i eu t ; . 
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interleukin-4 , turner necrosi? factor, and transforming 
growth factor-beta production. 
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A3 OBJECTIVE: These ;OJo? we ::€ .^signao tc ei... o ided . t :,r- r -.,_ -r-, v - , 
which 

signals delivers 1 hy in*;:.- Hi r ' z nocl )r.al antibody (MoAc} 

Interfere with a it i 1 ■ at ■ ma 1 signals delivered by a-nti.-CD3 MoAb and induce 
Long-term graft ,.uiviv.iL and t/Jerar: :e . SUMMARY BACKGROUND DATA: 
Ant l -GDC . 

anti-CD2 .cyber n:it.:L-:DL YoAo rr.t raven :usly only at: the time of 
initial allograi* i. r ■ <_: . Serum tn-:t treated animals and culture supernatant s 
trom lymphocytes ev ;m i C_ ,_i i . e ir. vitro v/itri a:it.i-CFv were examined 
:or interleuk.n II' -2 , -4, -i , ard -10, Lvnr necrosis factor ; INF. , and 
trans forming grout h Otoccr - : :et :. (T3F beta) . RNA was isolated rron: 
lymphocytes from : : < r.ed an ..T5.i s and exarr.im; i for receptor 
and cytokine gen- u::):T':1:uj::. r y northern riyoridica t ion or reverse- 
transcribed and un:: i ,f ...e::; i: v t;.e p dIyji er : =se :hain reaction (PORd. 
RESULTS: 

Anti-CD2 . . . ruout;. lerud .dene z-:- pec t f l c allografts also showed 
long-tern sur^vd. Toe ::e,o. s r am THE conc*E .ntrat ion (2100 units/mL) was 
reduced 78^ by t-.:.-: i- treatment (43.: unit.EdmL). Anti-CD2 
:..r.h Lb i zed ant.;.-C. . . v •. j ; :: ■ lvI L f er a 1 1 in and in vitro production of 

1 1. -2 and TL-4, v; . ■: n n: .doy'. o of IL-6, I ... - 0 0 , or 

ICE beta. ?CR an u ; /5 o now • j *u=t anti-002 -"educed. . . ;. ;.-2 
messeng er 

RNA expressiori, "uio o\ r.:rtuer:i analysis, ar.ti-C12 inh_oited 
un.t--CG3-stimula' ed increas-.-s in messenger P.: J A for tine SD2 and CD3 
receptors themselves. 0<3NCL"3 DONG : The combmaticn of anti-CD2 and 

'■ -C13 MoAbs ir.duteu u st'te of tele ran re while decreasing 
«:; n 1 1. -CD3 - a s s oc i =r t ed v/t : ■: in-.- -<; :■: Lcity . The. 
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AB . . . st imulat ion v.as us-ui to expand the lymphoid oeds remaining in 
spleen following depletion . d '';r.)4+ and CDS + T cell s by antibody 
and complement treatment. C lis were cultured in toe presence of 
concanavalin A (Con A), int. -rleu2 i n- ? (11.-2) and syngeneic niddiatea 



of 



spieo:. teeder cells. This. . . unique is T , B or myeloid colls, hi X 
cell lines represent agranular 1 ymohobl as t 5 and snow ;;o evidcm e of early 
T-ceLl receptor ; Tc?.) >r I g hea"/ -hain gene rear ranqomep.f. s , 
suggesting no commi - merit to T-or B-lymphoi i lineage. Despite expression 



the NR1 . 1 marker. . . fact ir- alpha (TNF-alpha) or iranuioe yt e- 
macrophage c Dlony-s t imui at i og f i :tor [GM-C3F) in ce_l supernatant s . 
Hwever, all. but ?n- : :" the 3-? LI lines constitutive ..y produce IL 
-6. E»ch cell line :.a; been ^uwn to induce T-cell prol i f eraticn 
independently i:i :nixe 3 lymphocyte reactions, implicat . ng the 
capacity oi the.;-: c-.lL.; to i ::t ;S ant; igen-present ing ':el.ls. Consistent 
w i. t h :n:^s hypothcsi ■ i • tne )o.>v:vd:.on that. 
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-c: r : e ::eo*: >.-: membrane c: :press i on , ana tumor necrosis 

• ■:t :'y:np:i)': ),<r:i release by IL-1 beta, rL-<3, and IL-6 in 
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A::. Co-eul • ure with 1L-S •:••:]-. i.n-.R. ;e human T lymphocytes to 

proliferate: arid } .< ; ;< :-\->. r.on j- ?:v; r .. cal ...y res! rioted, lymphok ; ne- a c t r vat ed 
■no er i LAE') eel Ir- : n "i tr ). .Air studies were conducted with lona term 
■r:.A u::>~xl f . . . A .'■>-. We fx - that pro., i f erat ing 7 to IC-day human 
T-TAK cells expr-c-7 'A IFF , b / ;.u :ig a 1. 25 1-TNF bin :i: r.g assay. AdoitionaL 
treatment o: the.^c (•>..; w.cc - he c:y:okines IL-1 beta, T A - 4 , or 
IL-6 rapidly op- ::v ■ p . .. . c e d : =- O,: TEIFR mRMA t. r a ns c r 1 1 t : on 

; ;.nd doubled TRFR rur:c ic • ::-:pr* :: s ion . Further studies revealed that these 
cytC'kir.es also uuom, d t::»t 1 el ea; e of 7'LF anci iymphcAoxin { LT ) . 
Antibody neutral ... rat : c.\ stud.. e: : :..ndicated t.hat IL-1 ir duces 
rcf-ast : of both 7"LF a:v: LT; h jw« ir ei , IL--) and IL-6 

induc:e primarily LT r»: 1 eas».: . iAla.:.se results further support the concept 
th.it these cy:o.Aiai ,ue iri"<: ."ed in the i-egulati-:>n of TNF/LT release, 
"MIFF, synthe si::: , and TUFF men! r.uic express ion . It. is ar. parent tmt 
cyt'okines and the: r :-i< ;n k-rane receptors are involved ir the 

aut ocro.re/ paracrine cotro. ( f t 1 cebll predc. f erat ion , c:i f f erent i at ion, and 
expression of f unc; i : u. : 1 acoiv;. t.y after 1 1 .■ - 2 stimulation in. 
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AB Lymphocytes bind tc nigh end sthe liai venule (HEVi cells as the 

frrst step in the migrati :.n if chese cells into Lymph nodes. . . and 

cultured HEV cells from r = t LH =.nd investigated the effect of cytokines 

on the adhesiveness if these ceils foi lymphocytes. The results 

showed that lymphocytes f : om thoracic duct, spleen and LN 

adhered preferen; La I Ly to t ne cdnar-:; LN HEV ce Js compared to cells 

isclateo from :h£ Levers ~r. i be re ma : r ow . The adhesiveness of LN HEV 

for thoracic duct lymphocytes (TDL) - .= signifremtiy increased 

Ln a dase- an:i t ime-doc en :ie:it manner cv pr^treatnent of the HE V cells 

with 

t.imour necrosis f jctor-alphi TNF-alyha), citer f e ren-gamma (IFN-gamma; or 

l rite rleuem-4 (11-4 . In :cci;ia.;t, p .^treatment >f HEV cells with 

IL-6 or IL-7 did nr. ;lee:: the. cacao. ty of LN HE' 7 cells 

to adhere lymphocytes . En • t cei :r ere , .a cub a*: for. c f LN HEV ceils 

'vi.tr s-jboptin^l c^e.; c f :KF and : L- 1 , IFN-gamma and IL-4, or CKF-aipha 

and IFN-gamma. . . ao ..n :::e jse the c; df e s r ve ce ; s . The aor.es c n cf TLL 

non-s:: .jr.ulated and 1L- -3 -3 tanul a*:ed LN LEV cells :ouid be rcGcsd 
ocoi i :: cal 1 y by treatment of lymphocytes v.. f h th-i LN 
homi ng-receptor- spec:., r ic A . 11 . 3 morion i. ana i antibody 

;mAi: ) . Ln contrast, lymphocytes p.retre.;ete i with * ne PP-hcning 
receptor-spec.fi.: LB., .a mAb cr the unai leucocy t- common antigen 

Gi'Xl) nAb adhered n orma 1 .1. y to tne HE 1 - 7 oelLs. Tak-tn together, these 
resulas 

■riioafe tnat the o:.s-- liiv; ,010 r/ioko— 5 a:, n al ate d bindings between 
lymphocytes ard LN HE" ce..ls are ned:.. red by adhesive mechanises 
that requlate lymphocyte niqi'5: :. in*: :> LN in v:co and provide 
strong eraioenoe the. • yto-ai.nes ; ; re ccr r a L media' ors of crgar,-?pe.;i to: 
lymphocyte racra*::. )'.. 
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AB. . . supernatant iron STG ', 5 cells .GTS 2^ SUP) does not show activity 
in 

essays, for : nterieukir -2 IN- 2 , -4 ■ : : , -6 (IL-6) , 

interferon or tumor rif c::o;. c. f ie~.or, out 1:5 active rn the thymocyte 
c o;;t imulation as;.ay ana tdie Dl > . G4 . 1 I 1 helper alene proliferative. 
Ife EL-1 character t;f tne- ills .Li SUP iitcntv wa= confirmed in 
inhibi t :._on 

studies with three dilferent p-j.i.y-or nono::lcnal anti-IL-1 
antibodies (31, E '•: , and 94 I i nn.J): :.ion in thymocyte cos t. rmuia t r en 
assay, respectively;. Furt.nerm ire , complete blocking of D1CGG4.1 cell 
prolrf era tion mediated by 3TS .'.I- SUP was ofcseivec: by inc mining anti-IL 
.alpha, specific antibody rn tne assay, whereas a n 1 1 - I L .beta, 
antibody had no effect. These results indicate that this STG 2 a 
SIH 1 activity can be attributed tc: the presence 01 ] 1-] .a loha 
constitutive e '-ipression of I L- .alpha messenger RUh cv SGS G a- i s . !n 

contrast, no 1 1,-1. bet: a. message was df tec: able, rat ev^>n ,ib or 
treatment of t he eel is with pnorboL ester of eye 1 anex iiaide , wh i oh 
resulted in approximately 5- fold enhannnment of iL-l.uioha. ;:;KNA 



expression. Binding studies with radiolabeled recombinant (r) IL-1. alpha. 

indi rated the presence of nigh numbers of IL-1 receptors on STS 

25 cells (1,170 per cell, Kd = 392 pM) . Although both IL-I. alpha, ana 

IL-1. beta, bound to these IL-1 receptors, no indication was 

found for IL-1 mediated regulation of STS 25 cell growth. STS 25 SUP as 

well as rIL-l. alpha, were comparably active in enhancing mitoqeu 

stimulated proliferation and/or Ig secretion by normal peripheral blood I 

lymphocytes or normal tonsil B lymphocytes. Moreover, 

3TS Sj- 1 ? *r.6 rIL-1. alpha. , but not recombinant granulocyte /mac: cpriaue 
coiony stimulating factor (rGM-CSF) , enhanced the prol if erat i or. in ] / 9 
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